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Supplementary Figure S4. Visual predictive check of model predicted versus observed plasma concentration over

time for each compound in satellite PK studies
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Supplementary Figure S5. Visual predictive check of simulated versus observed plasma concentration over time for

each compound in fMRI PK studies
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(a) Compounds with acceptable simulation of IV infusion PK profile
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(b) Compounds with unacceptable simulation of IV infusion PK profile

Compound 3

Time (hr)

Simulated, Observed Concentration (M)

100

10

0.1+

Compound 12

Simulated, Observed Concentration (M)

100

10+

Compound 19

Time (hr)

Time (hr)

Time (hr)



Supplementary Figure S6. Visual predictive check of effect compartment PK-PD model predicted versus observed
percent inhibition of fMRI signal over time for each compound with washout data in the fMRI assay
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